Objective: To examine 1) the associations between history of cardio-cerebrovascular diseases (CVD) and insomnia complaints and excessive daytime sleepiness (EDS), and 2) the relationships between sleep complaints and future CVD in persons over 65.
Introduction
Cardio-cerebrovascular disease (CVD) remains the largest cause of morbidity and mortality among adults, worldwide. [1] Epidemiological studies have established smoking, alcohol use, high blood pressure, diabetes mellitus, hypercholesterolemia and obesity as the most important risk factors for both coronary heart disease (CHD) and stroke. Although sleep disturbances may contribute to the development of CVD, they have not been included in models of cardiovascular risk prediction. [2, 3, 4, 5] Insomnia and excessive daytime sleepiness (EDS) are frequent sleep complaints which increase with age. [5, 6, 7] However, few studies have examined prospectively the association between sleep disturbances and CVD in community-dwelling persons. [8, 9, 10, 11] A large prospective study of over 50,000 adults without history of CVD followed-up over 11 years reported a significant association between insomnia symptoms and occurrence of acute myocardial infarction, but they found no association in participants over 65. [10] Another study in elderly subjects free of CVD failed to show a significant association between insomnia and CHD particularly after adjustment for depressive symptoms over a 3-year follow-up. [12] EDS was shown to be associated with an increased risk of incident CVD in the elderly without a history of CVD. [8, 9, 11, 13] However, to our best knowledge no previous studies have examined these associations in subjects with a pasthistory of CVD, raising the question of whether insomnia and EDS precede or are a consequence of CVD.
This large prospective study aims to examine the independent relationships between insomnia complaints, EDS and CVD events in community-dwelling persons over 65. These relationships can be complex as sleep complaints may be risk factors for CVD but conversely some sleep complaints may be consecutive to CVD. [14] Within the present study we aimed to 1) examine retrospectively the associations between a past-history of CVD and insomnia complaints and EDS, and 2) study the associations between insomnia complaints and EDS, and future CVD events in subjects both with (recurrent CVD events) and without (first CVD events) a past-history of CVD.
Materials and Methods

Ethics Statement
The study protocol was approved by the ethical committee of the University Hospital of Kremlin-Bicêtre, and written informed consent was obtained from each participant.
Study Population
Subjects were recruited as part of the Three-City Study, an ongoing multi-site longitudinal study involving three French cities, Bordeaux, Dijon and Montpellier. [15] Briefly, 9294 subjects over 65 were recruited from the electoral rolls between 1999 and 2001. The participants were administered standardized questionnaires and underwent clinical examinations at baseline, two, four and sixyear follow-ups.
CVD Outcomes
At baseline, participants have a face-to-face standardized clinical interview including history of coronary artery disease (e.g. angina pectoris or myocardial infarction) and stroke.
At each 2-year follow-up visit, participants were asked to report new severe medical events or hospitalization since the last interview. For all subjects reporting a possible CVD, all available clinical information was collected, including emergency medical services, hospital records, neuroimaging reports (for stroke), and interviews with the patient's physician or family. Incident CHD events included hospitalized angina or myocardial infarction, and CHD death. Stroke was defined, in accordance with the criteria of the World Health Organization, as a new focal neurological deficit of sudden or rapid onset and of presumed vascular origin, lasting 24 hours or more, or leading to death. Confirmed stroke cases were further classified as ischemic, hemorrhagic, or unspecified.
Sleep Complaints
Sleep complaints were assessed at baseline as part of the clinical interview, followed by the completion of a sleep questionnaire. [2] The participants self-rated as ''never, rarely, frequently, or often'' occurrence of 1) being excessively sleepy during the day (EDS), 2) having difficulties in initiating sleep (DIS), 3) having difficulties in maintaining sleep during the night (DMS), 4) having early morning awakenings (EMA) without being able to go back to sleep, 5) snoring loudly. Participants also rated their sleep quality (SQ) as good, average or poor.
In the analyses, the presence of EDS was defined as reporting frequently/often being excessively sleepy. Sleep quality was dichotomized as poor versus good/average and other insomnia complaints (DIS, DMS, EMA) as frequently/often versus never/ rarely. The number of insomnia complaints was defined by the number of dichotomized insomnia complaints.
Medication at Baseline
An inventory of all drugs (prescription and over-the-counter drugs including sleep medication as well as antidepressant drugs) taken more than once a week over the preceding month was recorded at baseline. Medical prescriptions and the medications themselves were checked by the interviewer thus minimizing exposure misclassification. Sleep medication was classified as prescribed medication; benzodiazepine (BZD) and BZD-like compounds (zolpidem, zopiclone), antihistaminic compounds, miscellaneous medications (including hypnotics from different pharmacological families such as neuroleptics and antidepressants), as well as homeopathic and non-prescription treatments.
Other Clinical and Biological Variables at Baseline
The standardized interview included questions on sociodemographic characteristics and current health status, respiratory and thyroid disorders, and mobility defined as social restriction (confinement to bed, home or outings restricted to neighborhood). [16] A life-style questionnaire was used to assess smoking status, alcohol and caffeine intake. Case-level depressive symptoms were defined as a score above the 16-point cut-off on the Center for Epidemiological Studies-Depression Scale (CES-D) [17] , or current antidepressant treatment. Global cognitive function was assessed by the Mini-Mental State Examination (MMSE). [18] Blood was collected following overnight fasting, and centralized standard measurements of lipids and glucose levels were performed by investigators blind with respect to baseline characteristics. Blood pressure (BP) was measured at baseline twice after at least 5 minutes of rest in a seated position. The presence of hypertension was defined by systolic BP$160 mmHg or diastolic BP$95 mmHg or current antihypertensive treatment. Diabetes was defined as fasting glucose level $7.0 mmol/l or treatment with antidiabetic agents. Hypercholesterolemia was defined as total cholesterol level $6.2 mmol/L or treatment with lipid lowering agents.
A B-mode ultrasound of the carotid arteries was offered to participants aged #85 years. Mean intima media thickness (IMT) and the presence of plaques were assessed in the common carotid arteries as previously described. [19] .
Statistical Analyses
Associations between subject characteristics, sleep complaints (type and number of insomnia complaints and EDS) were quantified with odds ratios (OR) and their 95% confidence intervals (CI). Study center, age, gender and socio-demographic, clinical and biological variables associated with sleep complaints in univariate analysis (with p,0.15) were included in logistic regression models (EDS) or multinomial regression models (number of insomnia complaints) to estimate adjusted OR for the relationships between past-history of CVD and sleep complaints. When appropriate, the interaction terms were tested using the Wald-x2 test given by the logistic regression model.
Cox proportional hazard models with delayed entry and age of the participants as the time scale were used to estimate hazard ratios (HR) and their CI for the associations between sleep complaints and risk of future CVD events. In the case of multiple events during follow-up, the first event was considered in the survival analysis. Two multivariate models were successively performed: 1) adjustment for gender, and center and 2) further adjustment for variables associated with the outcome (at p,0.15). In secondary analyses, fatal and non-fatal CVD, as well as future CHD and stroke events were evaluated as separate end points. Significance level was set at p,0.05. Analyses were performed using SAS statistical software (version 9.2; SAS Inc, Cary, North Carolina).
Results
Subjects Characteristics
The study sample at baseline consisted of 5494 subjects with a median age of 72.8 years [range = 65.0-94.6] of whom 56.7% were women. These subjects were free of dementia, with information being available on CVD history, having fully completed the sleep questionnaire without missing data in adjustment covariates at baseline, and with at least one followup with information on a CVD event during follow-up ( Figure 1 ). Subjects excluded from the study had a lower education level, were older, more frequently female, living alone, and with respiratory disease, hypertension, diabetes mellitus, depressive symptoms, cognitive impairment and mobility (p,0.0001 for all comparisons).
Characteristics of Sleep Complaints
At baseline, 12.8% complained of poor SQ (of whom 99.9% reported another insomnia complaint), 34.4% had frequently/ often DIS, 63.5% DMS, 35.9% EMA and 22.6% reported 3-4 insomnia complaints. EDS was reported by 18.1% of the subjects and 6.0% had both 3-4 insomnia complaints and EDS. Only, 16.5% of the participants used prescribed sleep medication at baseline (73.5% BZD, 23.9% BZD-like compounds, 8.8% antihistaminic compounds, and 12.2% miscellaneous medication). Among the subjects taking often sleep prescribed medication, 42.3% had 3-4 insomnia complaints, and 18.7% presented no insomnia complaints. Retrospective Analysis: Sleep Complaints and Pasthistory of CVD Overall, 748 (13.6%) subjects reported a past-history of CVD at baseline including 547 with past-CHD, 156 with past-stroke and 45 with both past-CHD and past-stroke.
Baseline sociodemographic and clinical characteristics of the participants according to sleep symptoms (EDS and number of insomnia complaints) are described in Table 1 . Subjects with sleep complaints were more likely to be confined to home, depressed, have chronic disorders (e.g. diabetes mellitus, respiratory, thyroid diseases), take prescribed sleep medication, snore loudly and consume less alcohol and caffeine (p,0.05 for all comparisons). Some characteristics were associated with EDS only, such as not living alone or obesity (p,0.02 for all comparisons) whereas others were only associated with the number of insomnia complaints such as low level of education, hypertension and hypercholesterolemia (p,0.04 for all comparisons). Subsequent analyses were thus adjusted for these factors plus others characteristics associated with EDS or number of insomnia complaints with p-value,0.15. Cognitive impairment as assessed with MMSE score was not significantly associated with EDS or the number of insomnia complaints. Table 2 shows the associations between past-history of CVD and sleep complaints (number and type of insomnia complaints, EDS) evaluated at baseline. A past-history of CVD events was significantly associated with the number of insomnia complaints and DMS after multiple adjustments (model 3) and remained significant even after adjustment for EDS (model 4). In the same way, a past-history of CVD events was also associated with EDS in the complete model adjusted for the confounders including the number of insomnia complaints (model 4). No significant relationship was found between a past-history of CVD and the risk of having a ''potential'' obstructive sleep apnea syndrome (OSAS) defined clinically as being obese with frequent/often EDS and frequent/often loud snoring (n = 127) (OR = 1.34 95%CI = [0.76-2.36], p = 0.32).
Prospective Analysis: Sleep Complaints and Future CVD
Over the 6-year follow-up, 391 (7.1%) future CVD events were observed; 113 cases of stroke (28.9%) (89 ischemic, 23 hemorrhagic and 1 unspecified) and 278 of CHD (71.1%), including 14.8% fatal events. A total of 126 patients with a past-history of CVD (16.8%) had a recurrent event (29 stroke and 97 CHD) and 265 patients without a history of CVD (5.6%) had a first CVD event (84 stroke and 181 CHD).
Baseline socio-demographic and clinical characteristics of the participants according to the occurrence of CVD events during the follow-up are given in table 3.The risk of future CVD events increased significantly in subjects being obese, those confined to home, with respiratory disease, depressive symptoms, hypertension, diabetes mellitus, frequently using sleep medication, and with a past-history of CVD. Subsequent analyses were thus adjusted for these factors. Table 4 shows the adjusted associations between sleep complaints at baseline and future CVD events over the 6-year follow-up. A significant positive association was observed between EDS and future CVD events (first and recurrent) even after adjusting for prescribed sleep medication and past-history of CVD (model 3). EDS was associated both with first CVD event in the sub-sample without CVD history at baseline (model 2, HR = 1. . In contrast to EDS, the number of insomnia complaints, SQ, DIS and DMS were not significantly associated with either future CVD events as a whole or with fatal or non-fatal CVD events after adjustment in model 3. 
Sensitivity Analyses
To assess whether hypertension could mediate the association between EDS and future CVD events, we performed stratified analysis by baseline hypertension status. However, EDS remained borderline associated with future CVD events (p = 0.06) in both subjects with (n = 3524) and without (n = 2240) hypertension, and interaction between hypertension, EDS and future CVD events was not significant (p = 0.60).
Elderly subjects clinically defined as being potentially ''at risk of OSAS'' (n = 127) were not associated with increased risk of future CVD events. Carotid IMT and plaques were measured in a subsample of 4 240 subjects under 85 years. The presence of carotid plaques at baseline were associated with future CVD events (HR = 1.97 95%CI = [1.55-2.52]) whereas carotid IMT was not (p = 0.37). In multivariate models further adjusted for the presence of carotid plaques, the association between EDS and future CVD events was borderline significant (HR = 1.29%CI = [0.98-1.69]).
Discussion
In this study of community-dwelling older adults, retrospective analysis firstly showed an association between a past-history of CVD and EDS and insomnia complaints. Furthermore, prospective analyses indicated that EDS at baseline increased the risk of future CVD events after a 6-year follow-up by 1.4-fold, independently of confounding factors including past-history of CVD. In contrast, number and type of insomnia complaints were not associated with future CVD events. Our findings suggest that in the elderly the relationship between sleep disorder and CVD may be symptom-specific, with insomnia being a likely consequence of CVD and EDS per se predisposing elderly persons to future CVD.
Our retrospective analyses suggest that a past-history of CVD increases the risk of EDS and DMS by 25%. These associations are independent of socio-demographic, lifestyle characteristics, sleep medication and numerous other potential determinants of CVD. These results are in agreement with the high prevalence of sleep complaints, especially insomnia observed in persons with CVD. [3] They also confirm previous studies showing a higher prevalence of EDS in individuals with CVD [4] as well as DMS in stroke survivors. [14] In the latter study, stroke survivors also had a higher rate of non-restorative sleep and DIS, however, the analysis did not adjust for sleep medication. [14] In the current study, an association was observed between past-CVD and DIS in model 2 (p = 0.02) but not when further adjusting for sleep medication.
The number of insomnia complaints, SQ, DIS, EMA and DMS, were not associated with either first or recurrent CVD events. Our study confirmed the results of a smaller longitudinal study of 2960 persons over 65 with a shorter 3-year follow-up in which insomnia complaints (DIS, EMA, restless sleep) were not related to a first myocardial infarction. [12] In a larger study with a 11-year follow-up, frequent insomnia symptoms (DIS, DMS and feelings of non-restorative sleep) were significant predictors of a first acute myocardial infarction in adults. [10] However, these associations failed to reach significance in persons over 65, except for DIS, but the analyses were neither adjusted for sleep medication nor depressive symptoms. Our study extends these observations by showing that insomnia complaints in the elderly do not predict CVD whether stroke or CHD, fatal or nonfatal, first or recurrent. Thus it suggests that insomnia is more likely to be a consequence rather than a determinant of CVD.
EDS at baseline was associated with a 35% increased risk of future fatal and non-fatal CVD events independently of potential confounders, including sleep medication and past-CVD history. Our findings extend previous observations on first onset of CVD [8, 9, 11] reporting that EDS was a risk factor for future CVD events whatever the number of life-time CVD episodes. Hence, our results suggest that EDS per se is an independent risk factor of CVD and may thus constitute an early warning sign for future CVD.
The mechanisms linking EDS to future CVD events remained unclear as EDS may be due to a number of underlying causes e.g. obesity, depression, cognitive impairment, and chronic diseases and CVD. [20, 21] EDS is also frequently associated with sleepdisordered breathing (SDB). A large community-based cohort of adults over 40 showed that severe OSAS increased the risk of both fatal and nonfatal CVD over 10 years of follow-up [22] but this result was not observed in a population of subjects aged over 70. [23] Another longitudinal study in elderly reported an increased risk of all-cause mortality in subjects with both SDB and EDS but without association for subjects with SDB without EDS, and EDS without SDB. [24] In the absence of polysomnography assessment, we clinically defined persons potentially ''at risk of OSAS'' based on obesity, frequent EDS and loud snoring. We failed to observe an association with future CVD events although it should be acknowledged that obesity and loud snoring constitute less powerful predictors of OSAS in elderly. [25] The mechanisms that link EDS to CVD events may involve an activation of the hypothalamic-pituitary-adrenal axis and the sympathetic nervous system with an increased level of circulating catecholamines. Potential sympathetic over-activity during sleep in subjects with EDS may limit the physiological drop in nocturnal blood pressure during sleep (nondipping pattern), favoring the subsequent occurrence of diurnal hypertension oxidative stress, endothelial dysfunction, systemic inflammation and subsequent CVD events. Interactions between hypertension and EDS for future CVD events were thus suspected, but our sensitivity analysis does not support this hypothesis. The presence of subclinical atherosclerosis may also contribute to our results; however the association between frequent EDS and CVD events was only slightly decreased after adjusting for the presence of carotid plaques.
Study Limitations and Strengths
The present study has some limitations. Excluded subjects were older and with more chronic diseases. The prevalence of sleep complaints may be thus underestimated in our population with consequences on the associations between sleep disturbances (especially insomnia symptoms) and CVD events being finally potentially underestimated. Exposure variables including pasthistory of CVD were self-reported. Sleep complaints were only assessed once at baseline, excluding the possibility of assessing the evolution of sleep complaints over time and their association with CVD events. The presence of sleep apnea was not evaluated, thus the confounding effect of an underlying OSAS cannot be excluded, although our analyses were adjusted for snoring and BMI. Unfortunately, sleep duration and sleep deprivation were not available for this study and the report of sleep complaints in number of days affected per week was not possible. The Epworth sleepiness scale (ESS) which provides a measurement of the subject's general level of daytime sleepiness [26] was used in one of the three study centers only (Montpellier). Of the Montpellier sample, only 27.8% of participants who declared having frequently or often EDS had an ESS score greater than 10. However, to our knowledge, the ESS scale and its pathological cut-off have never been validated in the elderly population specifically.
The present study also benefits from several strengths, notably sample size, adjustment for a large number of potential confounders including socio-demographic and lifestyle factors, depression and sleep medication. CVD events were defined according to standardized criteria and clinical verification sought from medical records. We were able to assess associations with multiple CVD end points including CHD vs. stroke, and fatal vs. non fatal events.
Conclusions
In contrast to insomnia complaints, self-reported frequent EDS increased the risk for first and recurrent CVD events in the elderly. As EDS and insomnia complaints were largely reported in subjects with a past-history of CVD, we suggest that insomnia complaints are probably a consequence of CVD, whereas EDS is more likely to be a risk factor of CVD per se. With regard to the potential clinical utility of our observations, we would suggest that EDS may constitute a warning sign of increased risk of CVD in the elderly.
